IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Appln. No. 09/936,786 
Filed: February 8, 2002 



In re Patent Application of ^ 

MAJOR et al. / ^ 




I.e. /Art Unit: 1649 



Atty. Ref.: 2370-67 



Confirmation No. 9275 



Examiner: R.C. Hayes 



FOR: CELLS, CELL POPULATIONS, AND METHODS OF MAKING AND USING SAME 



In accordance with the Notice published on July 12, 2005 (1296 OG 67), Appli- 
cants request review prior to filing of an appeal brief. This request is being filed with the 
Notice of Appeal. 

A. Claims 1-4, 12-13, 26-28 and 33-34 were rejected under the judicially-created 
doctrine of obviousness-type double patenting as being allegedly unpatentable over 
claims 14 and 16 of U.S. Patent 5,753,491 (the '491 patent). Applicants traverse 
because the *491 patent does not disclose a required limitation of the claimed invention 
(i.e., an immortalized ChTx- multipotent cell), and this limitation is neither inherent nor 
obvious from the evidence of record. 

The statement in the Action that "the instant claims recite open claim language, 
and further encompass immortal human multipotent CNS neural stem cells, as claimed 
in '491" (page 2) is irrelevant to establishing a case of prima facie obviousness because 
no evidence is cited in the Action that it would be obvious isolate cholera-toxin negative 
(ChTx-) multipotent cells (i.e.. Applicants' claimed invention) from a human fetal neuro- 
glial cell line as claimed in the '491 patent. Lacking evidence that one of ordinary skill in 
the art would have been motivated at the time Applicants' invention was made to modify 
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the cell lines of the '491 patent and to isolate multipotent cells as claimed in this applica- 
tion, no prima facie case of obviousness is proved. 

The *491 patent does jiot teach that the multipotent cells utilized by Applicants 
and claimed here are cholera-toxin negative (ChTx-) cells. The allegation in the Action 
that the '491 patent's "multipotent neural stem cells inherently are ChTx negative" (page 
3) is incorrect. Multipotent stem cells can be either cholera-toxin negative or cholera- 
toxin positive. Therefore, cholera-toxin negative (ChTx-) status is not an inherent 
characteristic of multipotent stem cells. "Inherency . . . may not be established by 
probabilities or possibilities." Continental Can Co. v. Monsanto Co., 948 F,2d 1264, 
1269, 20 USPQ2d 1746. 1749 (Fed. Cir. 1991), quoting In re Oelrich, 666 F.2d 578, 
581 , 212 USPQ 323, 326 (C.C.P.A. 1981). The burden is on the Patent Office to cite 
evidence that the allegedly inherent limitation is necessarily present in the prior art 
reference, not on Applicants to prove otherwise. In re Robertson, 169 F.3d 743, 745, 49 
USPQ2d 1949, 1950 (Fed. Cir. 1999). 

Shindler et al. (Dev. Brain Res. 92:199-210, 1998) was cited on pages 2-3 of the 
Action because they allegedly "teach that only differentiating neurons bind to ChTx." To 
the contrary, Shindler et al. actually teach that some of the cells that bind to cholera 
toxin will go on to become glial cells. GFAP is a marker for astrocytes, a type of glial 
cell. Table 1 (page 204) of Shindler et al. shows that approximately 2% of the cholera 
toxin (CTB)-labeled cells went on to become GFAP-positive (i.e., to display an astrocytic 
phenotype) at the 48-hour time point. Clearly, cells that go on to become astrocytic glial 
cells cannot have been differentiating neurons. Accordingly, not only do Shindler et al. 
not support the allegation in the Office Action that multipotent nervous system cells 
having the potential to differentiate toward a neuronal cell or a glial cell are inherently 
ChTx negative, but Shindler et al. is actually evidence that multipotent cells are not 
necessarily cholera-toxin negative. Therefore, cholera-toxin negative status is not an 
inherent characteristic of multipotent stem cells. 

B. Claims 1-4, 12-13, 26-28 and 33-34 were rejected under Section 102(e) as alle- 
gedly anticipated by Major et al. (U.S. Patent 5,753,491). Applicants traverse because 
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the '491 patent does not disclose a required limitation of the claimed invention (i.e., an 
immortalized ChTx- multipotent ceil), and this limitation is neither inherent nor obvious 
from the evidence of record. 

The statement in the Action that "the instant claims recite open claim language, 
which therefore encompass Major's immortal human multipotent CNS neural stem cell 
line" (page 3) is irrelevant to establishing a case of prima facie obviousness because no 
evidence is cited in the Action that it would be obvious isolate cholera-toxin negative 
(ChTx-) multipotent cells (i.e., Applicants' claimed invention) from a human fetal neuro- 
glial cell line as claimed in the *491 patent. Here, Applicants' specification describes the 
selection of multipotent cells based on the lack of expression of the ChTx marker. In 
contradiction to the assertion in the Action that "similar methods" are used to generate 
the cells of the '491 patent and this application (page 3), Major does not describe the 
method used by Applicants (e.g., selection of multipotent cells that are ChTx- or cell 
sorting by flow cytometry) in the '491 patent. Lacking evidence that one of ordinary skill 
in the art would have been motivated at the time Applicants' invention was made to 
modify the cell lines of the '491 patent and to isolate multipotent cells as claimed in this 
application, no prima facie case of obviousness is proved. 

The '491 patent does not teach that the multipotent cells utilized by Applicants 
and claimed here are cholera-toxin negative (ChTx-) cells. The allegation in the Action 
that the '491 patent's "multipotent neural stem cells are inherently ChTX negative, by 
definition" (page 3) is incorrect. Multipotent stem cells can be either cholera-toxin 
negative or cholera-toxin positive. Therefore, cholera-toxin negative (ChTx-) status is 
not an inherent characteristic of multipotent stem cells. "Inherency . . . may not be 
established by probabilities or possibilities." Continental Can Co. v. Monsanto Co., 948 
F.2d 1264, 1269, 20 USPQ2d 1746, 1749 (Fed. Cir. 1991), quoting In re Oelrich, 666 
F.2d 578, 581 , 212 USPQ 323, 326 (C.C.P.A. 1981). The burden is on the Patent Office 
to cite evidence that the allegedly inherent limitation is necessarily present in the prior 
art reference, not on Applicants to prove othenA/ise. In re Robertson, 169 F.3d 743, 745, 
49 USPQ2d 1949, 1950 (Fed. Cir. 1999). 
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Shindler et al. (Dev. Brain Res. 92:199-210, 1998) was cited on page 3 of the 
Action because they allegedly "teach that only differentiating neurons bind to ChTx." To 
the contrary, Shindler et al. actually teach that some of the cells that bind to cholera 
toxin will go on to become glial cells, GFAP is a marker for astrocytes, a type of glial 
cell. Table 1 (page 204) of Shindler et al. shows that approximately 2% of the cholera 
toxin (CTB)-labeled cells went on to become GFAP-positive (i.e., to display an astrocytic 
phenotype) at the 48-hour time point. Clearly, cells that go on to become astrocytic glial 
ceils cannot have been differentiating neurons. Accordingly, not only do Shindler et al. 
not support the allegation in the Office Action that multipotent nervous system cells 
having the potential to differentiate toward a neuronal cell or a glial cell are inherently 
ChTx negative, but Shindler et al. is actually evidence that multipotent cells are not 
necessarily cholera-toxin negative. Therefore, cholera-toxin negative status is not an 
inherent characteristic of multipotent stem cells. 

C. Claims 1-4, 12-13, 26-28 and 33-34 were rejected under Section 102(e) as alle- 
gedly anticipated by Weiss et al. (U.S. Patent 5,750,376). Applicants traverse because 
the '491 patent does not disclose a required limitation of the claimed invention (i.e., an 
immortalized ChTx- multipotent cell), and this limitation is neither inherent nor obvious 
from the evidence of record. 

The '376 patent does not teach that the multipotent cells utilized by Applicants 
and claimed here are cholera-toxin negative (ChTx-) cells. The allegation in the Action 
that the '376 patent's "multipotent CNS neural stem cells/neurospheres are inherently 
ChTx negative, by definition" is incorrect. Multipotent stem cells can be either cholera- 
toxin negative or cholera-toxin positive. Therefore, cholera-toxin negative (ChTx-) status 
is not an inherent characteristic of multipotent stem cells. "Inherency . . . may not be 
established by probabilities or possibilities." Continental Can Co. v. Monsanto Co,, 948 
F.2d 1264, 1269, 20 USPQ2d 1746, 1749 (Fed. Cir. 1991), quoting In re Oelrich, 666 
F.2d 578, 581, 212 USPQ 323, 326 (C.C.P.A. 1981). The burden is on the Patent Office 
to cite evidence that the allegedly inherent limitation is necessarily present in the prior 
art reference, not on Applicants to prove otheoA/ise. In re Robertson, 169 F.3d 743, 745, 
49 USPQ2d 1949, 1950 (Fed. Cir. 1999). 
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Shindler et al. (Dev. Brain Res. 92:199-210, 1998) was cited on page 4 of the 
Action because they allegedly "teach that only differentiating neurons bind to ChTx." To 
the contrary, Shindler et al. actually teach that some of the cells that bind to cholera 
toxin will go on to become glial cells. GFAP is a marker for astrocytes, a type of glial 
cell. Table 1 (page 204) of Shindler et al. shows that approximately 2% of the cholera 
toxin (CTB)-labeled cells went on to become GFAP-positive (i.e., to display an astrocytic 
phenotype) at the 48-hour time point. Clearly, cells that go on to become astrocytic glial 
cells cannot have been differentiating neurons. Accordingly, not only do Shindler et al. 
not support the allegation in the Office Action that multipotent nervous system cells 
having the potential to differentiate toward a neuronal ceil or a glial cell are inherently 
ChTx negative, but Shindler et al. is actually evidence that multipotent cells are not 
necessarily cholera-toxin negative. Therefore, cholera-toxin negative status is not an 
inherent characteristic of multipotent stem cells. 

Withdrawal of the double patenting and Section 102 rejections is requested 
because all limitations of the claimed invention are not disclosed by the cited reference. 
Applicants submit that the claims are in condition for allowance and earnestly solicit an 
early Notice to that effect. 



Respectfully submitted, 




Garyflr Tanigawa 
Reg. No. 43,180 



901 North Glebe Road, 11th Floor 



Arlington, VA 22203-1808 
Telephone: (703) 816-4000 
Facsimile: (703)816-4100 
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